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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Application of: Jean-Christophe RENAULD et al. 
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Filing Date: December 2 1 , 200 1 

For: ISOLATED CYTOKINE RECEPTOR LICR-2 



Group Art Unit: 1647 
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LETTER 
SUBMISSION OF DECLARATION 
(37 C.F.R. § 1.H6) 

Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Dear Sir: 

In support of the patentability of this invention, applicants submit the 
accompanying declarations. 

There are two declarations, but they are copies of the same declaration. The 
inventors are at different locations, hence the need for two. 
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It is requested that this material be considered in this case. 



Respectfully submitted, 
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666 Fifth Avenue 
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(212)318-3000 
(212) 318-3400 (Fax) 
Attorneys for Applicant 
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IN THE UNITED STATE? PATENT AND TRADEMARK OFFICE 

Jcan-Chnstophc TC.ENAULD et al. 
10/026,106 
December 21, 2001 

ISOLATED CYTOKINE RECBPTQHLICR-2 

I6d7 

Fojia M. HAMUD 



Commissioner For Patents 

P.O. Box I4J0 

Ale»c«n<iri«, VA 223I3-14S0 



DECLARATION 

The undersigned hereby declare as foVove: 

W C are too correctly named fcrvisntors of the above referenced application, and are 
fully familiar *t\th it 

We wish to olaoorate 0 n the experiments described i„ example 7 of this 
application, i.e~, the ability of LTCR-2 to activate STaT. 

The oe J! Hna used in esample 7 fa lenown to express most of the STAT mojoculss. 

lnwrieufcin-29, or «IL^, or «TFNX.r fe also imn to be involved fix the 
activation of STAT3. See WO 02/086087. 

W C carried out experiment* m which antiserum against UCR-2 was mada and 
used. cDMA for MOW, as described In «fte application, done* into a vector, 



3. 
4, 

5. 



K«WD TIMi 76. OCT. | 0 ;23 
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i.e., pEF.BOS.puro, using standard methods, and recombinant conducts were 
transacted into murine mastocytoma eel? lino P8I5. These cell lines were Chan 
transplanted via faction InM syngenic DBA/2 mice. In D fim injection, 300,000 
cdls were Used, in a subcutaneous .footpad injection, which was followed about 40 
days later, with 400.000 cells, vj 8 ^ modB . ^ WeejM ^ fl ^ 
mjecnon, of 2 million cells, vas administered intraperttonerfly. 

Sera were collected, 22 days after the first injection, and then just before the third 
injection. Standard assays estabjished that the nnrisenj were specific for LICR-Z. 



7. 



8- 



9. 



The antfscra were then used, fo mciferase assays a* described in example 7 where 
BWSU7 cells were transacted with wild type, L1CR-2 receptor. The cells were 
simulated with IL-29 (2$ i& m \) and lurifercse production wasuprogul ate dby rt. 
29. In a parallel m rf e^erimente, when the cells were prefcxevbated with 0k 
UCR-2 antisera, no luciferaae Upregularion by JL-29 was seen. 

The experiment, in "7" Were repeated, and me phosphorylation of STAT3 was 
measured, using rtendaxd sways. Phosphorylation of 5TAT3 is a prerequisite to 
» activation. No phosphorylation was observed in the presenee of anti-UCR-2 
scrum. ^ 

These experiments lead to the conclusion that UCR-2 is in fact involved In STAT 
activation. STAT3 in particular. 



*U C079J.I 



««/V» TW 36. 0CJ. 16:23 
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We hereby dcolnr* that all statements made herein of our o»n knowledge a* trne, 
and that all stotenacms made on information or belief ate believed to be true- «J 
further that these statements and the like eo made are ptmishable by fine or 
trcprisonment or both, under Section 1001 of Title 18 of the United States Code 
and chat sueh willful feUe Bnd ^ ){ht so ^ mzy ieop6tSzo ^ 

validity of this declaration, the subject application, or any patent Issued thereon. 
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DECLARATION 

The unocrsignod hereby declare as folloiws: 

W e art rtw «omsctly named inventors of the above tfcfcronccd application, and ar* 
fully fsi^aar with it 

Wc wish :o elaborate cm the experiments described in eKaznple 7 of this 
application i.c^ the ability of LTCR-2 to actuate STaT. 

The ce?) line Vised in example 7 i§ kno^n to express roosi of the STAT molecules 

Intori;u7^29, or "lL-29^ t or 1, {FNX* L ,k is also known to be involved la the 
activntion of STAT3- See WO 02/08S087, 

W C carried cut experiments in winch antiserum against UCR-2 vas m ad s And 
used. cDtfA for HCR-2, as ccocribcd in the application, was rioned into a vector, 
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i.e., pEF.BOS.puro^ using standard methods, and rc&ornbinent constructs were 
transited into murine mastocytoma cell fin* P8J5. These ccl] )\j&s >vqp» then 
transplr^.teLi vie injection into syngenic DBA/2 mice, In a first f rtfixtinn, 300,000 
cells wars ussd, in a subcutaneous footpad injection, which was foUowed about 40 
days lst<n.\ */ith 400,000 cells, via the saw tnodc Two weefcs lax«\ .a third 
injection, of 2 rniUioti cells, *v»s administered intaperttoneajly. 

0, Seta wstfc Jeered, 22 day* after Che first injection, and then just before the third 
ivy ectfen. Standard assays established that the anriscm were* specific for LICR-2 , 

7, t The suiriaera. were thch used, m lvcifcrasc assays as described m wangle 7 where 
' BW5147 colb *W transected with wild typo, LO.-2 receptor. The cells were 
ttimvlf'tcd wftb IL-29 (25 ng/ml) and ludferase production was uproguteted by TL- 
2$. lr. h parallel set of captrrcrn^rits., whex> the ceils wore prdncubatcd with die 
VJCCR-2 ar.Cw*, ho luclfGra$6Tipr«gulatlQti by JL49 waa jocil 

The experiments in M 7" vere repeated, and £b& phoq>horylatian of STAT3 was 
measured* usfug standard aes&ys. Phosphorylation of STAT3 is a prerequisite to 
its activation. No phosphorylation >ras observed in the presence of ami-LTCR-2 

serum. 

9. These tt<Twiment3 lead to the cencl^ion that LTCR-2 is in fact involved ttx STAT 
activation, STAT3 fo particular. 
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We hereby declare that all statements made herein of our own knowledge mx Cue, 
aT»d ther all statements made on information or belief are believed to be true; and 
further that these statements end the like so made are punishable by fj 0G or 
huprlgonmoot. or boft, under Section I0QI of Title 16 of (he United Stataa Code, 
and that B «eh willful raise statements and the like so made may jeopardise fte 
validity of xhl* declaration, the subject application, or any patent issued thereon. 



Jean-Cbristdphe RENAUJJO 
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